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(a)TBDPSCI, imid., >95%: (b) DIBAL-H, -78 °C, 92%; (c) LiCI, DIPEA (EtO) 2 P(O)CH 2 C0 2 Et, 95%; 

(d) DIBAL-H, -20 °C, 96%; (e) (+)-DET, Ti(0;Pr 4 ), TBHP, 90%, >95% ee; (f) S0 3 -pyridine, EfeN, DMSO, 90%; 

(g) Ph 3 PCH 3 Br, NaHMDS, 0 °C, 82%; (h) TBAF, 89%. 
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a. DEAD, PPh 3l 70%; b. iPr 2 NEt, 70%; c. 50% (4:1) 


Figure 4 
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Figure 5 
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OTBDPS OH 

I — X = H Monocillin (2) 

26 e 

L —X=CI Radicicol (1) 


a. n-BuLi, -78° C, 50% (6:1); b. TBSCI, 83%; c. 42 °C, 70%; d. (i) mCPBA, 
(ii) AC2O, Et 3 N, H 2 0, 60°C, (iii) NaHC0 3 , MeOH, 60%; e. S0 2 CI 2l 50% 
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Figure 7 
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Figure 9 
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Generation of Diversity at Aromatic Positions 



H X = Br, I 

TBS " R = C, N based subsitution 

a. TBSCI, pyridine; b. NIS or NBS, TsOH; c. Pd(PPh) 3 , RSnBu 3 ; d. nBu 4 NF 
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Figure 11 
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Figure 12 
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OTBDPS 
39 


a (a) TBDPSCI, imid., >95%; (b) D1BAL-H, -78 Q C, 92%; (c) LiCl, 
DlPEA(EtO) 2 P(0)CH 2 C0 2 Et 1 95%; (d) D1BAL-H, -20 °C, 96%; 
(e) (+)-tetramethyltartaricacid diamide-BBu r Et 2 Zn, CH 2 1 2 > 9 
>9 5 o/ 0 ee; ( f) so 3 'pyridine, Et 3 N f DMSO, 90%; (g) Ph 3 PCH 
NaHMDS, 0 a C, 82%; (h) TBAF, 89%; (i) 7 , P(furyl) 3 , DIA 
benzene, 60% 


Figure 13 
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OTBDPS OH 

| — X = H Cyclopropyl-monocillin I (2c) 
26c e x = C| cyclopropyl-radicicol (40) 


a. n-BuLi, -78° C, 75% (3:1); b. TBSCI, 83%; c. 42 °C, 20%; d. (i) mCPBA, 
(ii) Ac 2 0, Et 3 N, H 2 0, 60°C, (iii) NaHC0 3 , MeOH, 60%; e. S0 2 CI 2 , 80% 


Figure 14 
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GD = Geidanamycin 


Figure 15 
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Figure 16 
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I. Radicicol III. Cyclopropyl radicicol II. Monocillin I IV: Cyclopropyl monocillii 



MCF7 Cells Treated with Radicicol and Analogues 



op - -~ ' 


Mix 



I. Radicicol VII. Radicicol Oxime V. Dimethyl Monocillin I VI. Dimethyl Radicicol 



Figure 1 7 
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I.Radicicol III. Cyclopropyl radicicol II. Monocillin I IV: Cyclopropyl monocillin 



BT474 Cells Treated with Novel Radicicols (24 hrs.) 
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19/21 



: O 

O O O O O O O 

C\i O 00 CO "3* CM 


(%) 1041103 J.o iftMcuo ^uaojad 
Figure 19 


20/21 




>> 




CL 

>> 

icol 

icol 

pro 

rop 

o 

o 

Q. 


o 

o 

O 

CD 


>> 

o 


CO 

O 
i 

>> 


o 

4 





I s - 




*? — 

1— 

5" 

h- 


QQ 

t 

+ 

CQ 

I 

-z. 

\ 



Tj-CN^-COCD-^fCNJOQ 
y~~ t~ ■ CD CD CD CD 

|OJJUOQ % 


Figure 20 
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Figure 21 


